The impact of protocol assignment for older adolescents with Hodgkin lymphoma by Pieters, Richard S. et al.
University of Massachusetts Medical School 
eScholarship@UMMS 
Radiation Oncology Publications and 
Presentations Radiation Oncology 
2014-11-28 
The impact of protocol assignment for older adolescents with 
Hodgkin lymphoma 
Richard S. Pieters 
University of Massachusetts Medical School 
Et al. 
Let us know how access to this document benefits you. 
Follow this and additional works at: https://escholarship.umassmed.edu/radiationoncology_pubs 
 Part of the Hemic and Lymphatic Diseases Commons, Neoplasms Commons, Oncology Commons, 
and the Radiology Commons 
Repository Citation 
Pieters RS, Wagner H, Baker SP, Morano K, Ulin K, Cicchetti MG, Bishop-Jodoin M, Fitzgerald TJ. (2014). 
The impact of protocol assignment for older adolescents with Hodgkin lymphoma. Radiation Oncology 
Publications and Presentations. https://doi.org/10.3389/fonc.2014.00317. Retrieved from 
https://escholarship.umassmed.edu/radiationoncology_pubs/67 
Creative Commons License 
This work is licensed under a Creative Commons Attribution 3.0 License. 
This material is brought to you by eScholarship@UMMS. It has been accepted for inclusion in Radiation Oncology 
Publications and Presentations by an authorized administrator of eScholarship@UMMS. For more information, please 
contact Lisa.Palmer@umassmed.edu. 
  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
ORIGINAL RESEARCH ARTICLE
published: 28 November 2014
doi: 10.3389/fonc.2014.00317
The impact of protocol assignment for older adolescents
with Hodgkin lymphoma
Richard S. Pieters1*, HenryWagner 2, Stephen Baker 3, Karen Morano4, Kenneth Ulin1,4,
Maria Giulia Cicchetti 1,4, Maryann Bishop-Jodoin4 andThomas J. FitzGerald 1,4
1 Department of Radiation Oncology, University of Massachusetts Medical School, University of Massachusetts Memorial Health Care System, Worcester, MA, USA
2 Division of Radiation Oncology, Milton S. Hershey Medical Center, Pennsylvania State University, Hershey, PA, USA
3 Department of Quantitative Health Sciences and Cell Biology, University of Massachusetts Medical School, Worcester, MA, USA
4 Department of Radiation Oncology, Quality Assurance Review Center, University of Massachusetts Medical School, Lincoln, RI, USA
Edited by:
Soren M. Bentzen, University of
Maryland School of Medicine, USA
Reviewed by:
Patrik Brodin, Albert Einstein College
of Medicine, USA
Andrea Riccardo Filippi, University of
Turin, Italy
*Correspondence:
Richard S. Pieters, Department of
Radiation Oncology, University of
Massachusetts Medical School, 55
Lake Avenue North, Worcester, MA
01655, USA
e-mail:
richard.pieters@umassmed.edu
Background and Purpose: Hodgkin lymphoma (HL) treatment has evolved to reduce or
avoid radiotherapy (RT) dose and volume and minimize the potential for late effects. Some
older adolescents are treated on adult protocols. The purpose of this study is to examine
the protocol assignment of older adolescents and its impact on radiation dose to relevant
thoracic structures.
Materials and Methods: Cooperative group data were reviewed and 12 adolescents were
randomly selected from a pediatric HL protocol. Treatment plans were generated per one
pediatric and two adult protocols. Dose volume histograms for heart, lung, and breast
allowed comparison of radiation dose to these sites across these three protocols.
Results: A total of 15.2% of adolescents were treated on adult HL protocols and received
significantly higher radiation dosage to heart and lung compared to pediatric HL proto-
cols. Adolescents treated on either pediatric or adult protocols received similar RT dose to
breast.
Conclusion: Older adolescents treated on adult HL protocols received higher RT dose to
thoracic structures except breast. Level of nodal involvement may impact overall RT dose
to breast.The impact of varying field design and RT dose on survival, local, and late effects
needs further study for this vulnerable age group. Adolescents, young adults, Hodgkin
lymphoma, RT, clinical trials
Keywords: adolescents, young adults, Hodgkin lymphoma, radiotherapy, clinical trials
INTRODUCTION
Hodgkin lymphoma (HL) affects patients of all ages, particularly
adolescents and young adults (ages 16–34). Historically, radio-
therapy (RT) to all involved lymph node volumes was the first
available curative treatment for children and adults. Eventually,
two schools of treatment philosophy evolved. One favored subtotal
nodal irradiation, defined as treating the nodes in the neck, axil-
lae, mediastinum (the traditional mantle field), plus an abdominal
field encompassing spleen, the para-aortic, and pelvic nodes. The
other was more tailored and allowed for treatment of only the
mantle field after staging laparotomy and splenectomy (1). Doses
for both regimens were 40–44 Gy. With the advent of chemother-
apy (CTX), the RT doses decreased slightly. As recently as the
1990s, either subtotal nodal or mantle irradiation to 36–40 Gy was
still administered following CTX (2).
The Quality Assurance Review Center (QARC) has been a
National Cancer Institute (NCI) supported resource, providing
RT quality assurance for several of the NCI Cooperative Groups
performing cancer clinical trials (3). With the NCI transformation
of the Cooperative Group program in March 2014, QARC is now
part of the Imaging and Radiation Oncology Core Group and is
known as IROC RI. During the course of the protocols investi-
gated in this report, RT data were evaluated at QARC to ensure
compliance with Cooperative Group protocol specifications (4).
In the course of performing RT reviews, it became clear that older
adolescents were being treated on both pediatric and adult proto-
cols, for unstated reasons, but presumably due to protocol criteria
or institutional priorities. Adolescents are known to have simi-
lar outcomes to pediatric patients, but their management varied
according to the protocol being followed.
As survival improved, concern shifted to minimizing the late
effects, particularly for children, on growth, vital organs, and car-
cinogenesis. Patient management has evolved to include risk and
response driven adaptive therapy using anatomic and metabolic
imaging (5). In order to avoid the late effects of both thera-
pies, low-risk patients receive only CTX and are not irradiated
on either adult or pediatric protocols. Although this strategy is
commonly used, until protocol data matures, it remains investi-
gational. For intermediate risk patients, the pediatric protocols
now utilize a lower dose of radiation, 21 Gy, with CTX (5). This
strategy is embedded in pediatric trials but influences manage-
ment of adults to a lesser degree. A recent pediatric protocol, COG
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AHOD0031, randomized patients achieving rapid early response
and a complete response (CR) to no RT vs. low dose involved field
irradiation. Similar trials of CTX-only strategies in low-risk adult
patients showing early metabolic CR to initial CTX are matur-
ing, with early results showing a higher risk of recurrence if RT is
omitted but without differences in survival (6, 7).
Given the variation in treatment strategy and the known impor-
tance of dose delivered to normal organs on risk of late effects, we
decided to explore further the issue of protocol assignment for late
adolescents and young adults, aged 16–21 years. The first objective
was to ascertain the proportion of patients assigned to either a
pediatric or adult protocol. The next objective was to examine the
impact of protocol specified radiation regimens on dose to lung,
heart, and breast. It was hypothesized that, for patients requir-
ing RT, the treatment plans specified on these pediatric protocols
would deliver significantly less RT to relevant thoracic normal
structures, heart, lung and, for females, breast, than adult proto-
cols. The final objective was to discuss the relationship between
dose, late effects, survival, and factors that should be taken into
consideration before treatment assignment as well as directions
for further research in this important area.
MATERIALS AND METHODS
Cooperative group HL data were reviewed to identify adolescent
patients, aged 16–21 years, based on the youngest patients allowed
on the adult trials (≥16 years) and the oldest on the pediatric tri-
als (≤21 years). The pediatric trials were POG 9425, POG 9426,
CCG59704, COG AHOD0031, AHOD03P1, and AHOD0431. The
adult trials included were SWOG 9133 (an example of subtotal
nodal/mantle treatment, although treatment data was not in the
QARC database), ECOG 2496, SWOG 9901, and CALGB 50203.
The first of these trials opened in 1992 and the last closed in 2010
(Table 1). The choice of protocol varied, apparently dependent on
institutional priorities, treating medical oncology service, or avail-
able open protocols in a particular facility. CTX regimens were
diverse in agents and duration. Each patient on protocol had con-
sented to the use of their data as part of the IRB process approved
at each treating institution.
Because COG AHOD0031 (pediatric trial) required submis-
sion of pretreatment diagnostic images and treatment portals for
pre-review, and closed shortly after the advent of digital imaging,
a limited number of digital image sets were available for review.
Twelve patients with complete digital image sets were randomly
selected for analysis. COG AHOD0031 was the largest of the pedi-
atric trials and required involved field radiation therapy (IFRT)
for all patients except for those who achieve a rapid early response
by volumetric criteria (CT or MRI) after two cycles of CTX AND
a CR after four cycles of CTX. These patients were randomized to
receive or not receive IFRT.
Their plans had been reviewed at QARC for compliance with
protocol guidelines. Ten patients, seven females and three males,
had stage I or II (supra-diaphragmatic) disease and one male and
one female had stage III disease. Treatment plans for these adoles-
cents were reviewed to examine the impact of treatment variation
on dose to three normal structures: lung,heart, and breast. Figure 1
shows the field definitions for AHOD0031. It was decided the radi-
ation doses, these 12 patients actually received on the pediatric
trial would be compared to the doses they would have received
had they been assigned to two adult trials, ECOG 2496 (Figure 2)
and SWOG 9133 (Figure 3). SWOG 9133 used subtotal nodal
radiation 36–40 Gy, but only the traditional mantle portion that
delivered dose to the thoracic organs was evaluated. The ECOG
adult protocol provided IFRT, 36 Gy/20 fractions, for patients with
bulk disease at presentation, defined as >5 cm for the Stanford V
arm (Arm B), or to the mediastinum for tumor measuring >1/3
chest diameter for the ABVD arm (Arm A). All 12 of the selected
Table 1 | Protocol dates and patient numbers.
Trial Open dates Total
patients
Patients RI Patients
NoRT
Patients
(16–21 years)
Patients
(16–21 years)
RT
Patients
(16–21 years)
NoRT
PEDIATRIC
POG 9426 10/1996–10/2005 293 262 31 81 77 4
POG 9425 03/1997–03/2001 173 158 15 55 52 3
CCG 59704 10/1999–05/2001 9S 56 42 30 21 9
COG AHOD0031 09/2002–10/2009 1715 1176 539 660 462 198
COGAHOD03P1 01/2006–11.2010 1S7 11 176 44 3 41
COGAHOD0431 02/2006–04/2009 277 120 157 105 56 49
Total PEDI 2743 1783 960 975 671 304
ADULT
SWOG 9133 09/1992–04/2000 348 348 0 45 45 0
ECOG 2496 04/1999–06/2006 855 512 343 118 81 37
Arm A 429 180 249 59 27 32
Arm B 426 332 94 59 54 5
SWOG 9901 04/2000–11/2001 11 0 11 1 0 1
CALGB 50203 05/2004–09/2006 98 0 98 11 0 11
Total ADULT 1312 860 452 175 126 49
Total combined 4055 2643 1412 1150 797 353
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FIGURE 1 |Treatment field definitions for AHOD0031.
FIGURE 2 |Treatment field definitions for ECOG 2496 Arm B, planned
on COG protocol image set.
patients met the criteria of 5 cm, disease in the mediastinum, and
would have required RT on ECOG Arm B, but only 4 (including 3
females) had mediastinal disease >1/3 chest diameter and would
have required RT on ECOG Arm A. Therefore, it was decided
to exclude Arm A from the analysis due to insufficient statistical
power (Table 2).
TREATMENT PLANNING MODELING
De-identified pretreatment diagnostic imaging and treatment
planning CT scans were imported into the Varian Eclipse treat-
ment planning system. The original COG AHOD0031 treatment
plans were reconstructed in Eclipse and plans for the adult pro-
tocols were developed on the same CT scan sets in accordance
with the respective protocol guidelines. All these protocols spec-
ified opposed treatment beams to treat the designated target
volumes; 3-dimensional conformal treatment, intensity modu-
lated RT (IMRT), and volumetric modulated arc therapy (VMAT)
techniques were not permitted.
The tumor volumes, protocol specified clinical target volumes,
normal lung and heart, and, for the females, breast volumes were
contoured. For each patient, a plan was generated for each proto-
col, COG AHOD0031, SWOG 9133, and ECOG 2496 Arm B. Each
of these plans underwent standard QARC review to confirm pro-
tocol compliance. For the two IFRT protocol arms, it was elected to
plan the same fields for the pediatric 21 Gy and the adult 36 Gy, to
assess the impact of prescribed dose on the dose to normal organs
of interest (breast, lung, and heart) within each arm. As total nodal
or standard mantle therapy is no longer a component of proto-
col therapy, these fields were not recalculated for the lower dose.
Dose volume histograms (DVHs) were generated and the mean
breast, heart, and lung doses, the V20 for lung and V5 for breast,
heart and lung were recorded for each plan. Treatment fields for
a typical patient with axillary involvement for the AHOD0031
and ECOG Arm B protocols are shown in Figures 1 and 2; this
patient required axillary treatment on both IFRT arms. SWOG
9133 treatment fields are shown in Figure 3.
STATISTICAL METHODS
The difference in dose to the normal structures was evaluated
using analysis of variance by fitting general linear mixed models
(8) (a form of ANOVA for repeated measures). Models were fit by
restricted maximum likelihood estimation (9) using the SAS Proc
Mixed procedure (10). In the presence of significant differences
among means, pairwise comparisons were made using Tukey’s
HSD multiple comparisons procedure (11) utilizing the estimated
covariance matrix to account for correlated observations for analy-
sis of paired comparisons. The distributional characteristics of
outcome measures were evaluated by applying the Kolmogorov–
Smirnov Goodness of Fit Test for Normality (12) to residuals from
fitted linear models and by inspection of frequency histograms of
these residuals. In some cases,natural logarithms of outcomes were
applied to better approximate normally distributed residuals. All
computations were performed using the SAS version 9.2 (13) and
SPSS Version 19 (14) statistical software packages. Statistical sig-
nificance is defined as present when associated p-values are<0.05.
Differences with p-values between 0.05 and 0.10 were described as
“approaching significance.”
RESULTS
Between 1992 and 2010, 1150 patients between the ages of 16 and
21 were treated on North American cooperative group HL proto-
cols, 975 (84.8%) on pediatric protocols, and 175 (15.2%) on adult
protocols. These patients constituted 35.5% of patients enrolled
on these pediatric protocols and 28.3% of patients on these adult
www.frontiersin.org November 2014 | Volume 4 | Article 317 | 3
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FIGURE 3 |Treatment field for the SWOG 9133 protocol for patient #4: (A) initial volume to 14 Gy; (B) first volume reduction to 30 Gy; (C) final volume
reduction to 36 Gy.
Table 2 | Selected protocol eligibility criteria and details of protocol specified RT.
Trial Age eligibility Stage eligibility Radiation (RT) dosages and volumes
PEDIATRIC
POG 9426 0–21 years Stage: I, IIA (including IIIA1), disease limited to
spleen, splenic, celiac, or portal nodes
Involved field RT: 25.5 Gy
POG 9425 0–21 years IIB, IIB LMA, IIIB, IV RT dosage: 21 Gy
Stage l and II: mantle RT
Stage III and IV: subtotal or total nodal RT
CCG 59704 < 21 years Stage: IIB. IIIB RT dosage: 21 Gy
IV B RER males: involved field radiotherapy, RER
females, no RT
Slow early response (SER): involved field RT
COG AHOD0031 0–21 years Bulk disease only: IA, IIA CR Pts: randomized, NFT vs. Involved field RT
21 Gy (liver 15 Gy, solid organs 10.5 Gy)
±Bulk disease: IB, IIB, IAE, IIAE, IIIAS,
IIIAE+S:IVA, IVAE
VGPR, PR stable Pts: involved RT, as above
COG AHOD0431 0–21 years Non-bulk disease (−lymphocyte predominant):
IA and IIA
IFRT: 21 Gy
COG AHOD03P1 0–21 years Non-bulk disease (+lymphocyte predominant):
IA and IIA
IFRT: 21 Gy
ADULT
SWOG 9133 ≥ 16 years IA. IEA. IIA, IIEA. no laparotomy, no
infra-diaphragmatic disease
Subtotal nodal radiotherapy
(mantle+ spleen/para-aortic sequential):
36–40 Gy
ECOG 2496 ≥ 16 years Locally extensive: I–IIA/B, III, IV Arm A: 36 Gy, only to initial mediastinal disease,
to residual disease pre-chemo length by
post-chemo width
Arm B: 36 Gy, to bulky disease sites (>5 cm)
+macroscopic splenic disease; to residual
disease pre-chemo length by post-chemo width
SWOG 9901 ≥ 15 years III or IV No radiotherapy
CALGB 50203 ≥ 16 years IA, IB, IIA, IIB, except nodular lymphocyte
predominant
No radiotherapy
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protocols. Of the 1150 patients, 353 (30.7%) were treated with
CTX alone, and 797 (69.3%) with RT, as specified. Of the 975
patients on pediatric protocols, 671 (68.8%) were treated with RT.
Of the 175 patients on adult protocols, 126 (72.0%) were treated
with RT. There was no statistically significant difference in the
percentage of patients treated with RT in the pediatric vs. adult
protocols (X 2= 0.69, p> 0.10).
Table 3 demonstrates the impact of protocol specified fields at
constant dose on normal tissue dose. Table 3A shows that the
SWOG traditional mantle component of the required subtotal
nodal plan delivered significantly more RT dose to heart, lung, and
breast tissue than the ECOG 2496 Arm B adult trial or the pediatric
trial at 36Gy. There were no significant differences between ECOG
2496 Arm B and the pediatric trial at 36 Gy for doses to heart, lung,
or breast. Similarly, Table 3B compares Arm B at 21Gy to pediatric
trial at 21Gy. Again, there were no significant differences in doses
delivered to heart, lung, and breast when each prescription was
reduced to 21Gy. Within each dose (21 or 36 Gy), the ECOG 2496
Arm B and COG AHOD0031 protocols, with differently defined
involved field plans, delivered similar doses to heart, lung, and
breast.
Table 4 compares the V5 for each organ for the mantle, Arm B
and pediatric protocols. As expected, there is statistical difference
between Mantle V5 (36 Gy) and Arm B (36 Gy) and the pediatric
protocol (21 Gy), but surprisingly, no difference between Arm B at
36 Gy and pediatric at 21 Gy for V5 for each of the organs.
Table 5 examines the impact of dose reduction from 36 to
21 Gy within ECOG 2496 Arm B and the pediatric trials. It also
compares RT doses for ECOG 2496 Arm B at 36 Gy to those
for the pediatric trial at 21 Gy, which are the respective proto-
col specified doses. Dose reduction within ECOG 2496 Arm B
from 36 to 21 Gy led to significantly lower doses to heart and
lung but not breast. Similarly, dose reduction from 36 to 21 Gy
within the pediatric trial led to lower doses to heart and lung but
not breast. When ECOG 2496 Arm B 36Gy was compared with
pediatric 21 Gy, the ECOG 2496 Arm B plan delivered signifi-
cantly higher doses to the heart and lung tissue than the pediatric
trial, but there was no significant difference in dosage delivered to
breast.
Figure 4 graphically demonstrates mean and SD for V20 for
lung and V5 and mean dose for each organ.
DISCUSSION
The majority of older adolescents and young adults, aged 16–
21 years, were treated on pediatric protocols. A total of 15.2%
were treated on adult protocols. According to the NCI, 2010 (15)
adolescents and young adults have been more under-represented
in clinical trials than children and middle-aged or older adults.
Reasons include lack of access and referrals to specialized can-
cer centers and until recently, inadequate health insurance. The
proportion of this age group treated off protocol using adult
protocol regimens in community settings may be larger, but is
Table 3 | (A) Impact of treatment arm on normal tissue dose for 36 Gy prescription; (B) impact of treatment arm on normal tissue dose for 21 Gy
prescription.
Mantle Arm B (adult) Pediatric Mantle vs. Arm B Mantle vs. Pediatric Arm B vs. Pediatric
(A)
Heart (mean dose) in Gy 29.8 20.2 19.4 9.6 p<0.0001 10.4 p<0.0001 0.8 p=0.992 (n.s.)
Lung (V20) in percent 51.7 35.1 42.8 16.6 p<0.0001 8.9 p<0.0001 −7.7 p=0.100 (n.s.)
Breast (mean dose) in Gy 12.0 7.0 8.5 5.0 p<0.0009 3.4 p=0.0387 −1.5 p=0.790 (n.s.)
Arm B (adult) Pediatric Arm B vs. Pediatric
(B)
Heart (mean dose) in Gy 11.8 11.5 0.2 p=1.000 (n.s.)
Lung (V20) in percent 21.4 26.0 −4.6 p=0.556 (n.s.)
Breast (mean dose) in Gy 4.1 5.1 −1.1 p=0.939 (n.s.)
Mantle = SWOG (adult); Arm B (adult) = ECOG 2496; Pediatric = COG AHOD 0031; n.s. = not significant.
Table 4 | Heart, lung, and breast V5 analysis by protocol specified treatment prescription.
Arm B
(36 Gy)
Pediatric
(36 Gy)
Pediatric
(21Gy)
SWOG
(36 Gy)
Pediatric
(36 vs. 21 Gy)
Arm B (36 Gy)
vs. Ped. (21 Gy)
SWOG vs. Arm B
(36 Gy)
SWOG vs.
Ped. (21 Gy)
Heart (V5) 67.1 64.8 60.1 100 4.7 7 37.8 39.9
(95% Conf. Int.) (53.0–81.2) (50.6–78.9) (46.0–74.2) (85.9–114.1) p=0.9363 (ns) p=0.7719 (ns) p<0.0001 p<0.0001
Lung (V5) 47.4 22.3 54.5 76.1 3.9 7.1 28.7 21.6
(95% Conf. Int) (36.2–58.6) (47.2–69.6) (43.2–65.7) (64.9–87.3) p=0.7614 (ns) p=0.2875 (ns) p<0.0001 p<0.0001
Breast (V5) 25.1 33.4 30.5 49.6 2.9 −5.4 24.5 19.1
(95% Conf. Int.) (12.6–37.7) (20.8–45.9) (17.9–43.1) (37.1–62.2) p=0.9676 (ns) p=0.7561 (ns) p<0.0001 p=0.0019
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Table 5 | Impact of dose reduction on normal tissue dose by treatment arm.
Arm B
(36 Gy)
Arm B
(21 Gy)
Pediatric
(36 Gy)
Pediatric
(21Gy)
Arm B (36
vs. 21 Gy)
Pediatric
(36 vs. 21 Gy)
Arm B (36 Gy)
vs. Ped. (21 Gy)
Heart (mean dose) 20.2 11.78 19.39 11.54 8.42 7.85 8.66
(95% Conf. Int.) (15.47–24.92) (7.05–16.51) (14.66–24.11) (6.82–16.27) p=0.0003 p=0.0009 p=0.0002
Lung (V20%) 35.09 21.42 42.75 26 13.67 16.75 9.09
(95% Conf. Int.) (25.39–44.76) (11.72–31.11) (33.06–52.44) (16.31–35.69) p=0.0004 p<0.0001 p<0.0001
Breast (mean dose) 7.01 4.09 8.52 5.21 2.92 5.6 1.8
(95% Conf. Int.) (4.11–9.90) (1.19–6.98) (5.62–11.41) (2.31–8.10) p=0.1257 (ns) p=0.045 p=0.6356 (ns)
FIGURE 4 | Graphic presentation of lung, breast and heart mean dose and V5, and Lung V20. Error bars represent±SD.
not known. Community treatment is more likely to be adminis-
tered by oncologists with greater experience with adult treatment
regimens.
Treatment regimens that treat only involved fields, as defined on
either adult (ECOG 2496 Arm B) or pediatric (COG AHOD0031)
protocols, treat smaller volumes of normal tissue than traditional
mantle fields (SWOG 9133). Furthermore, the protocol defined
involved fields of the adult and pediatric protocols, although they
seem quite different, would deliver the same dose to the normal
structures, if the protocol specified doses were identical, either at
36 or 21 Gy. However, consistent with our original hypothesis, at
the protocol prescribed dose of 36 Gy for adult trials and 21 Gy for
pediatric trials, the adult trial delivered significantly higher doses
to the heart and lung than the pediatric trial.
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Of note, the hypothesis that breast tissue would receive signif-
icantly less RT dose on pediatric compared with adult trials was
not fully supported (Table 5). The adult trial allowed axillary treat-
ment only for nodes >5 cm while the pediatric protocol required
axillary treatment for any nodal involvement. Only eight female
patients were included in this study and only some received axil-
lary treatment. Further investigation in larger samples is needed
to evaluate if patients on pediatric protocols, with different field
designs, receive a greater mean breast dose at 21 Gy than they
would on adult regimens at 36 Gy.
In addition to small sample size, this study was also limited by
the inclusion only of patients treated on these particular proto-
cols. There is no way to know how many patients in this age group
were treated off any protocol in this time period, or whether they
were treated by adult or pediatric hematologists. And there is very
limited outcome or late effects data on adolescents, because they
are treated and followed on protocols combined with either adults
or children.
Current National Cancer Cooperative Network (NCCN)
Guidelines, 2014 (16) (which specifically exclude adolescents) rec-
ommend use of the lowest possible RT dose (range 20–36 Gy) and
smallest volume for all HL patients based on bulk disease, stage,
and CTX regimens. Furthermore, the guidelines recommend that
axilla treatment is to be avoided in females if these regions are
uninvolved.
However, questions remain on the optimal management of
adolescents for long-term HL survival. Meyer et al. (17) recently
found in a study of adults that patients have better long-term
survival if treated without RT. However, their study randomized
only patients with non-bulky stage IA and IIA disease to subtotal
nodal radiation (35 Gy) or not. All these patients would have been
excluded from RT on either the ECOG or pediatric trials. For local
control, Wolden et al. (18) demonstrated significantly decreased
10-year event free survival in pediatric patients enrolled on study
CCG 5942 who were “spared” RT, although there was no differ-
ence in overall survival at 10 years. IFRT requires treatment of the
entire nodal region but the definition of involved field has been
shrinking.
One limitation of this study is that it compared dosimetry of
recently completed protocols, which had accrued patients between
1992 and 2010, and whose design dates back to the 1980s. During
the past quarter century, our approach for both adults and children
to the combination of radiation and CTX in HL has undergone
dramatic changes in treatment target, dose, and technique with
the aim of reducing the risk of damage to critical normal tissues.
The first strategy is a reduction of the radiation target vol-
ume from one targeting both known nodal involvement sites and
elective volumes to one targeting only initially involved nodes.
This technique of involved node radiation therapy was originally
described by investigators from Vancouver and Germany (19, 20)
and more recently has been codified in publications from the inter-
national lymphoma radiation oncology group (ILROG) (21). The
ILROG has suggested both involved node RT when patients can
have planning CT/PET scans done in treatment position prior to
the start of CTX and a slightly broader approach termed “involved
site RT” then this information is not available. Both approaches
target only those nodes known (by virtue of enlargement or FDG
uptake) on pre-CTX imaging, do not treat nodal “fields” or other
elective volumes.
A second approach reduces the dose to the targeted volume,
typically from the doses initially used when using radiation as a
single modality of 36–44 Gy to doses in the range of 20–30 Gy.
Such straightforward reductions in irradiated volume and high-
dose volume would be expected to reduce the risk of both second
malignancies and late cardiovascular damage. At least for adults,
the best data for reductions to 20 Gy are for a carefully selected
group of very favorable patients (stage I–IIA, no more than two
sites of disease, no masses >5 cm) and extrapolation of the reg-
imen of two cycles of ABVD and 20 Gy to patients with more
advanced disease are not well supported (22).
A third technique has been to switch from the older AP/PA
beam arrangements, which were typical of HL treatment through
the 1990s to more conformal beam arrangements, typically using
IMRT or VMAT. A number of groups have published data on the
reductions in dose to critical normal tissue (e.g., breast and heart)
while achieving high conformality around the target volume,
which can be achieved with these techniques, both for patients
with typical extent of disease and those with bulky mediastinal
adenopathy (23, 24). This gain in conformality of the high-dose
volume is, however, typically achieved by treating much larger vol-
umes of surrounding tissue to lower doses. While clearly beneficial
in reducing acute toxicity the implications of this for late effects
particularly carcinogenesis in breast and lung (25) are uncertain
and estimates of risk have been highly dependent on the model
used (e.g., linear vs. non-linear) for predicting cancer risk in clin-
ically relevant dose ranges (26, 27). The decision between AP/PA,
conformal, and IMRT/VMAT treatments should be made on a
case-by-case basis after careful review of plans generated with each
of these techniques and may entail a discussion with the patient of
tradeoffs between early vs. late treatment toxicities (28).
The next steps under investigation in children and adults
include use of metabolic response driven treatment adaptation,
potentially allowing further decrease in radiation treatment vol-
ume (4,5) and use of protons, further decreasing treatment volume
(29). There is concern about and neutron contamination from
protons possibly increasing late carcinogenesis while reducing
acute toxicity (30, 31). If possible, future studies should report
on adolescents separately.
Late effects, such as secondary malignant neoplasms (SMNs)
(31) and cardiovascular disease (32), may seriously impact long-
term survival (33), using a pediatric model, Maraldo et al. deter-
mined that decreased field size and RT prescription dose were
associated with a lower estimated risk of late effects and better
survival. Similarly, Yeh and Diller (34) examined the trade-offs
between short- and long-term mortality risks associated with RT
in a hypothetical cohort of pediatric (15 years old) HL patients.
Disease-specific lifetime mortality risk was lower with chemora-
diotherapy (2%) compared with CTX alone (3.6%). However, the
risk of excess late-effects mortality was lower with CTX alone
(1.8%) compared with chemoradiotherapy (7.4%). Overall con-
ditional life expectancy was 57.2 years with CTX alone compared
with 56.4 years with chemoradiotherapy, suggesting that initial
single modality treatment may provide better overall survival. For
children and adolescents, many decades of follow-up are required,
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especially if event free survival is being regarded as questionable
surrogate for long-term overall survival in HL.
To better understand the impact of late effects, Travis et al. (35)
recently recommended research priorities in assessing interactions
between RT and numerous confounding factors such as age, sex,
race, substance use, diet, and genetic susceptibility with a focus on
adolescents and young adults. For example, should treatment be
altered for the young woman who has a strong family history of
breast cancer with or without known BRCA mutation or the young
man whose father died of a myocardial infarction while jogging at
age 45?
In conclusion, adolescents treated on this adult protocol would
have received higher RT dose to heart and lung compared to those
on this pediatric protocol. The effect on breast dose was less clear
and requires further study, with greater statistical power. Nev-
ertheless, any radiation exposure requires careful records of the
details of treatment, especially RT dose and field design, and very
long-term follow-up for local control, late effects, and overall sur-
vival. This paper suggests that careful records of DVHs for normal
organs should be kept for late effect analysis for every patient, on
or off protocol. Until more research is available, adolescents and
young adults should be treated on cooperative group protocols to
the extent possible, and if not, an off protocol treatment regimen
for each HL patient should be designed on a case-by-case basis
with attention to field design, RT dose, and factors that may exac-
erbate late effects based on detailed medical history, to maximize
long-term survival and quality of life.
ACKNOWLEDGMENTS
We thank the staff at the Quality Assurance Review Center
(QARC), especially Fran Laurie and Sandy Kessel and the Quan-
titative Methods Core (QMC) of the University of Massachusetts
Medical School, Department of Quantitative Health Sciences for
their support of this project.
REFERENCES
1. Nickson JJ, Fuller LM, Hutchison GB, Kaplan HS, Karnofsky D, Lee BJ, et al.
Survival and complications of radiotherapy following involved and extended
field therapy of Hodgkin’s disease, stages I and II, a collaborative study. Cancer
(1976) 38:288–305. doi:10.1002/1097-0142(197607)38:13.0.CO;2-N
2. Evens AM, Antillon M, Aschebrook-Kifoy B, Chiu BC. Racial disparities in
Hodgkin’s lymphoma: a comprehensive population-based analysis. Ann Oncol
(2012) 23:2128–37. doi:10.1093/annonc/mdr578
3. FitzGerald TJ, Urie M, Ulin K, Laurie F, Yorty J, Hanusik R, et al. Processes for
quality improvements in radiation oncology clinical trials. Int J Radiat Oncol
Biol Phys (2008) 71(1 Suppl):S76–9. doi:10.1016/j.ijrobp.2007.07.2387
4. U.S. Department of Health and Human Services-National Institutes of Health-
National Cancer Institute-Cancer Therapy and Evaluation Program. Clinical
Trials Cooperative Group Program (2012). Available from: http://dctd.cancer.
gov/ProgramPages/ctep/major_ctcgp.htm
5. Raemaekers JM, André MP, Federico M, Girinsky T, Oumedaly R, Brusamolino
E, et al. Omitting radiotherapy in early positron emission tomography-negative
stage I/II Hodgkin lymphoma is associated with an increased risk of early
relapse: clinical results of the preplanned interim analysis of the randomized
EORTC/LYSA/FIL H10 trial. J Clin Oncol (2014) 32:1188–94. doi:10.1200/JCO.
2013.51.9298
6. Hoppe RT. Hodgkin’s disease. In: Perez CA, Brady LW, Halperin EC, Schmidt-
Ulrich RK, editors. Principles and Practice of Radiation Oncology. Philadelphia,
PA: Lippincott Williams & Wilkins (2004). p. 2049–52.
7. Radford J, Barrington S, Counsell N, Pettengel R, Johnson P, Wimperis J, et al.
Prognostic performance of pretreatment EORTC, GHSG and IPI risk factors and
post-chemotherapy PET response in the UK RAPID trial in early stage Hodgkin
lymphoma. Haematologica (2013) 98(Suppl 2):20–1.
8. McLean RA, Sanders WL, Stroup WW. A unified approach to mixed linear mod-
els. Am Stat (1991) 45:54–64. doi:10.1080/00031305.1991.10475767
9. Corbeil RR, Searle SR. Restricted maximum likelihood (REML) estimation
of variance components in the mixed model. Technometrics (1976) 18:31–8.
doi:10.2307/1267913
10. SAS Institute, Inc. The MIXED procedure. SAS/STAT Software: Changes and
Enhancements Through Release 6.12. Cary, NC: SAS Institute, Inc (1997). p.
571–702.
11. Winer BJ. Statistical Principles in Experimental Design. New York, NY: McGraw-
Hill (1971).
12. Daniel WW. Applied Nonparametric Statistics. Pacific Grove, CA: Duxbury Press
(1990).
13. SAS Inc. SAS 9.2. Cary, NC: SAS Inc (2008).
14. IBM SPSS Inc. IBM SPSS 19. Chicago, IL: IBM (2010).
15. NCI. Overcoming Age Limits in Cancer Clinical Trials (2010). Available
from: http://www.cancer.gov/cancertopics/research/overcoming-age-limits-in-
cancer-clinical-trials
16. National Comprehensive Cancer Network. National comprehensive cancer net-
work guidelines. Hodgkin Lymphoma [Internet]. (2014) [cited 2014 Jul 22].
Available from: https://www.nccn.org/store/login/login.aspx?ReturnURL=http:
//www.nccn.org/professionals/physician_gls/pdf/hodgkins.pdf
17. Meyer RM, Gospodarowicz MK, Connors JM, Pearcey RG, Wells WA,
Winter JN, et al. ABVD alone versus radiation-based therapy in limited-stage
Hodgkin’s lymphoma. N Engl J Med (2012) 366(5):399–408. doi:10.1056/
NEJMoa1111961
18. Wolden SL, Chen L, Kelly KM, Herzog P, Gilchris GS, Thomson J, et al. Long
term results of CCG 5942: a randomized comparison of chemotherapy with
or without radiotherapy for children with Hodgkin’s lymphoma: a report
from the Children’s Oncology Group. J Clin Oncol (2012) 30(26):3174–80.
doi:10.1200/JCO.2011.41.1819
19. Campbell BA, Voss N, Pickles T, Morris J, Gascoyne RD, Savage KJ, et al.
Involved-nodal radiation therapy as a component of combination therapy for
limited-stage Hodgkin’s lymphoma: a question of field size. J Clin Oncol (2008)
26(32):5170–4. doi:10.1200/JCO.2007.15.1001
20. Eich HT, Muller R-P, Engenhart-Cabillac R, Lukas P, Schmidberger H, Staar S,
et al. Involved-node radiotherapy in early-stage Hodgkin’s lymphoma. Strahlen-
ther Onkol (2008) 184(8):406–10. doi:10.1007/s00066-008-1882-7
21. Specht L, Yahalom J, Illidge T, Berthelsen AK, Constine LS, Eich HT, et al.
Modern radiation therapy for Hodgkin lymphoma: field and dose guide-
lines from the international lymphoma radiation oncology group (ILROG).
Int J Radiat Oncol Biol Phys (2014) 89(4):854–62. doi:10.1016/j.ijrobp.2013.05.
005
22. Engert A, Plütschow A, Eich HT, Lohri A, Dörken B, Borchmann P, et al. Reduced
treatment intensity in patients with early-stage Hodgkin’s lymphoma. N Engl J
Med (2010) 363(7):640–52. doi:10.1056/NEJMoa1000067
23. Maraldo MV, Brodin NP, Aznar MC, Vogelius IR, Munck af Rosenschöl P,
Petersen PM, et al. Estimated risk of cardiovascular disease and secondary
cancers with modern highly conformal radiotherapy for early-stage mediasti-
nal Hodgkin lymphoma. Ann Oncol (2013) 24(8):2113–8. doi:10.1093/annonc/
mdt156
24. Lloyd SA, Aurand AB, Wagner H. Hodgkin lymphoma with bulky mediastinal
disease: a comparison of APPA, IMRT, and volumetric arc plans. Int J Radiat
Oncol Biol Phys (2014) 90(15):S672. doi:10.1016/j.ijrobp.2014.05.1977
25. Koeck J, Abo-Madyan Y, Lohr F, Stieler F, Mueller RP, Wenz F, et al. Radio-
therapy for early mediastinal Hodgkin lymphoma according to the Ger-
man Hodgkin Study Group (GHST): the roles of intensity-modulated and
involved-node radiotherapy. Int J Radiat Oncol Biol Phys (2012) 83(1):268–76.
doi:10.1016/j.ijrobp.2011.05.054
26. Dasu A, Toma-Dasu I, Olofsson J, Karlsson M. The use of risk estimation mod-
els for the induction of secondary cancers following radiotherapy. Acta Oncol
(2005) 44(4):339–47. doi:10.1080/02841860510029833
27. Weber DC,Johanson S,Peguret N,Cozzi L,Olsen DR. Predicted risk of radiation-
induced cancers after involved field and involved node radiotherapy with or
without intensity modulation for early-stage Hodgkin lymphoma in female
patients. Int J Radiat Oncol Biol Phys (2011) 81(2):490–7. doi:10.1016/j.ijrobp.
2010.05.035
Frontiers in Oncology | Radiation Oncology November 2014 | Volume 4 | Article 317 | 8
  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Pieters et al. Older adolescents with Hodgkin lymphoma
28. Moraldo MV, Jorgensen M, Brodin NP, Aznar MC, Vogelius IR, Petersen
PM, et al. The impact of involved node, involved field and mantle field
radiotherapy on estimated radiation dose and risk of late effects for pediatric
patients with Hodgkin lymphoma. Pediatr Bood Cancer (2014) 61(4):717–22.
doi:10.1002/pbc.24861
29. Lohr F, Georg D, Cozzi L, Eich HT, Weber DC, Koeck J, et al. Novel radiother-
apy techniques for involved-field and involved-node treatment of mediastinal
Hodgkin lymphoma: when should they be considered and which questions
remain open? Strahlenther Onkol (2014) 190(10):864–71. doi:10.1007/s00066-
014-0719-9
30. Hoppe BS, Flampouri S, Lynch J, Slayton W, Zaiden R, Li Z, et al. Improving
the therapeutic ratio in Hodgkin lymphoma through the use of proton therapy.
Oncology (2012) 26(5):456–9, 462–5.
31. Brenner DJ, Hall E. Proton radiotherapy: the good, the bad, and the uncertain.
Oncology (2012) 26(5):465.
32. Koh ES, Tran TH, Heydarian M, Sachs RK, Tsang RW, Brenner DJ, et al. A com-
parison of mantle versus involved-field radiotherapy for Hodgkin’s lymphoma:
reduction in normal tissue dose and second cancer risk. Radiat Oncol (2007)
2:13. doi:10.1186/1748-717X-2-13
33. Maraldo MV, Brodin NP, Vogelius IR, Aznar MC, Munck Af Rosenschöld P,
Petersen PM, et al. Risk of developing cardiovascular disease after involved nodal
radiotherapy versus mantle field for Hodgkin lymphoma. Int J Radiat Oncol Biol
Phys (2012) 83(4):1232–7. doi:10.1016/j.ijrobp.2011.09.020
34. Yeh JM, Diller L. Pediatric Hodgkin lymphoma: trade-offs between short- and
long-term mortality risks. Blood (2012) 120(11):2195–202. doi:10.1182/blood-
2012-02-409821
35. Travis LB, Ng AK, Allan JM, Pui CH, Kennedy AR, Xu XG, et al. Second malig-
nant neolasms and cardiovascular disease following radiotherapy. J Natl Cancer
Inst (2012) 104(5):357–70. doi:10.1093/jnci/djr533
Conflict of Interest Statement: This study was supported by NIH/NCI Grant
CA029511. None of the authors have any other financial conflicts to declare.
Received: 23 July 2014; accepted: 24 October 2014; published online: 28 November
2014.
Citation: Pieters RS, Wagner H, Baker S, Morano K, Ulin K, Cicchetti MG, Bishop-
Jodoin M and FitzGerald TJ (2014) The impact of protocol assignment for older ado-
lescents with Hodgkin lymphoma. Front. Oncol. 4:317. doi: 10.3389/fonc.2014.00317
This article was submitted to Radiation Oncology, a section of the journal Frontiers in
Oncology.
Copyright © 2014 Pieters,Wagner, Baker,Morano,Ulin, Cicchetti, Bishop-Jodoin and
FitzGerald. This is an open-access article distributed under the terms of the Creative
Commons Attribution License (CC BY). The use, distribution or reproduction in other
forums is permitted, provided the original author(s) or licensor are credited and that
the original publication in this journal is cited, in accordance with accepted academic
practice. No use, distribution or reproduction is permitted which does not comply with
these terms.
www.frontiersin.org November 2014 | Volume 4 | Article 317 | 9
